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Amendments to (he Claims; 

The following listing of claims will replace all prior versions and listings of claims in rhe 
application, 

ListiDg of Claims: 

1-17. (canceled) 

18. (new) A chemically synthesized 4o«bled stranded micro-RN a (miRNA) molecule, 
wherein: 

(a) each strand of said miRNA molecule is 1 9 to 29 nucleotides in length; 

(b) one strand of said miRNA molecule comprises a nucleotide sequence having 
complementarity to a target RNA; 

(c) at least 20% of the internal nucleotides of said miRNA molecule are modified 
nucleosides: and 

(4) at least iwo of said modifications are different from each other, 19. (new) The 
miRNA molecule of claim 18, wherein said miRNA molecule comprises no 
rihonucleotides. 

20. (new) The miRNA molecule of claim 18, wherein said miRNA molecule comprises 
ribonucleotides. 

2 1 . (new) The miRNA molecule of claim 1 8, wherein each strand of the miRNA molecule 
comprises 19 to 29 nucleotides, and wherein each strand comprises at least 1 9 nucleotides 
that are complementary to the nucleotides of the other strand. 

22. (new) The miRNA molecule of claim 18, wherein each snrand comprises 19 to 29 
nucleotides, and wherein one strand comprises at least 19 nucleotides that are 
complementary to nucleotides of the other region. 

23. (new) The miRNA molecule of claim 22, wherein said miRNA molecule is assembled 
from two separate oligonucleotide fragments wherein one fragment comprises the sense 
region and the second fragment comprises the antisense region of said miRNA molecule. 
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24. (new) The miRNA molecule of clmm 22, wberem suid sense region is connecied to the 
antisense region via a Uqker molecuje. 

25. (new) The miRNA molecule of claim 24, wherein said linker molecule is a 
polynucleotide linker. 

26. (new) The miRNA molecule of claim 24. wherein said linker molecule is a non- 
nucleotide linker. 

27. (new) The miRNA molecule of claim 22, wherein pyrimidine nucleotides in the sense 
region are 2'-0-methyl pyrimidine nucleotides. 

28. (new) The miRNA molecule of claim 22, wherein purine nucleotides in the sense region 
are 2'-dcoxy purine nucleotide:!. 

29. (new) The miRNA molecule of claim 22, wherein the pyrimidine nucleotides present in 
the sense region are 2'-deoxy-2'-fluoro pyrimidine nucleotides, 

30. (new) The miRNA molecule of claim 23, wherein the fragment comprising said sense 
region includes a terminal c^ moiety at the S'-end, the 3'-end. or both of the 5' and 3' 
ends of the fragment comprising said sense region. 

3 1 • (new) The miRNA molecule of claim 6 1 , wherein said tenninal cap moiety is an inverted 

deoxy abasic moiety. 

32 (new) The miRNA molecule of claim 53, wherein the pyrimidine nucleotides of said 
antisense region are 2'-deoxy-2'-fluoro pyrimidine nucleotides. 

33. (new) The miRNA molecule of claim 53, wherein the purine nucleotides of said antisense 
region are 2''0-metbyl purine nucleotides. 

34. (new) The miRNA molecule of claim 53, wherein the purine nucleotides present in said 
antisense region comprise 2 '-deoxy- purine nucleorides. 

35. (new) The miRNA molecule of claim 34, wherein said antisense region comprises a 
phosphorothioaie intemudeotide linkage at the 3' end of said antisense region. 



MCnavN&4. BOEHnCn Hut41£KT& USECKOFF LLP 
300 Suuin wat'to Pi ive 
Ctiicii^.il_6uo06 
Tclcphoir (3J2)OB-O00l 



Appiicanon No. 10/720.448 
AiKinic> OqcUiNo. M3HB03-465-3 (400 138; 



PAGE 9f12'RCVDAT7/»2(l054:S6:01PM [Eastern DayightTiine^ 



Jul-06-05 04:00pn 



Fron-UCDONNELL BOEHNEN KULBERT i BERGKOFF 



+131291300002 



T-368 P.05/0r F-197 



36. (new) The miRNA molecule of claim 22, wherein said antisense region comprises a 
glyceryl modification ai the 3' end of said antisense region. 

37. (new) The roiRNA molecule of claim 23, wherein each of the two fragments of said 
nuRNA molecule comprise 21 nucleotides. 

38. (new) The miRNA molecule of claim 18, wherein 19 nucleotides of each fragment of the 
niiRMA molecule are base-paired to ihe complementary nucleotides of the other fragment 
of the miRNA molecule and wherein at least two 3' terminal nucleotides of each 
fragment of the miRNA molecule are not base-paired to the nucleotides of the other 
fragment of the miRNA molecule. 

39. (new) The miRNA molecule of claim 38, wherein each of the two 3 ' tenninal nucleotides 
of each fragment of the miRNA molecule are 2'-deoxy-pyrimidines, 

40. (new) The miRNA molecule of claim 39, wherein said 2'-deoxy-pyrimidine is 2 - 
deoxythymidine. 

41 . (new) The miRNA molecule of claim 37, wherein all 21 nucleotides of each fragment of 
the miRNA molecule are base-paired to the complementary nucleotides of the other 
fragment of The miRNA molecule. 

42. (new) The miRNA molecule of claim 37, wherein 19 nucleotides of the antisense region 
are base-paired to the nucleotide sequence of the RNA encoded by a target gene or a 
portion thereof 

43. (new) The miRNA molecule of claim 37, wh^ein 21 nucleotides of the antisense region 
are base-paired to the nucleotide sequence of the RNA encoded by a target gene or a 
portion thereof 

44. (new) The miRNA molecule of claim 23, wherein the 5 ' end of the fragment comprising 
said antisense region optionally includes a phosphate groi^. 

45. (new) A pharaiaceutical composition comprising the miRNA molecule of chiim 1 8 in an 
acceptable carrier or diluent. 
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46. 
47. 
48. 
49. 
50. 
51. 



(new) The miKNA molecule of claim 18, wherein, said modified nucleotide is a 2 '-sugar 
modified nucleotide. 

(new) The roiRNA molecule of claim 46, wherein said 2'-sugar modification is selected 
fit>m the group consisting of 2'-H, 2 -O-alJcyI, 2'-0-CF3 and 2'-deoxy-2'-fluoro. 

(new) The miRNA of claim 18. wherein at least 30% of nucleotide positions in said 
miRNA molecule comprise modified nucleotides, 

(new) The miRNA of claim 1 8, wherein at least 40% of nucleotide positions in said 
miRNA molecule comprise modified nucleotides. 

(new) The miRMA of claim 18, wherein at least 50% of nucleotide positions in said 
miRNA molecule comprise modified nueleotides, 

(new) The miRNA of claim 18, wherein said modified nucleotides are present in one 
strand or both strands of the miRNA molecule. 
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